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DETAILED ACTION 

Election/Restrictions 

1 . Upon further review the species requirement is vacated. 

2. Claims 1-36 are under examination. 

Specification 

3. The disclosure is objected to because of the following informalities: 
Page 11, line 30 recites "Claim 1" and this reference to the claims in the 

specification need to be removed. 

Appropriate correction is required. 



Claim Objections 

4. Claims 26 (and 27 which depends from 26) are objected to under 37 
CFR 1 .75(c), as being of improper dependent form for failing to further limit the subject 
matter of a previous claim. Applicant is required to cancel the claim(s), or amend the 
claim(s) to place the claim(s) in proper dependent form, or rewrite the claim(s) in 
independent form. Claim 26 depends on claim 25 wherein both claims recite an interval 
of 1-6 hours. 
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Claim Rejections - 35 USC §112 

5. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

6. Claims 1-36 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

a. Claims 1-36 are indefinite for reciting "tumor cell" in claim 1 (b) because it is 
not clear if the antigen is on the autologous or allogenic tumor or some other tumor. 

b. Claim 3 and those dependent from claim 3 are indefinite for reciting "interval" 
and depending on claim 1 because there is no antecedent basis for the term. There is 
no interval recited in claim 1 . 

c. Claim 17 and those depending on claim 17 are indefinite for reciting 
"inducible" and "uninduced state (normal state)" because it is not clear what the terms 
and phrases mean. Is the "inducible" state the tumor state or cells that are tumorogenic 
or has the tumor cells been modified? In addition what is a "normal state", a non tumor 
state? 

d. Claims 17 and those dependent on claim 17 are indefinite for reciting 
"inducible" because it is unclear what an inducible antigen is. Is expressing an antigen 
via a vector added to the tumor cells an inducible antigen? It is unclear what the 
antigen is or what induces it. 
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Claim Rejections - 35 USC § 103 

7. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 

USPQ 459 (1966), that are applied for establishing a background for determining 

obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 

the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 

the various claims was commonly owned at the time any inventions covered therein 

were made absent any evidence to the contrary. Applicant is advised of the obligation 

under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 

not commonly owned at the time a later invention was made in order for the examiner to 

consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 

prior art under 35 U.S.C. 103(a). 

8. Claims 1-36 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Berd (US Patent 6,458,369, with priority to 5/98) and further in view of Lindhofer et al [a] 
(Blood 88:4651-4658, 1996, IDS 9/26/01) and Lindhofer et al [b] (US Patent 6,551,592, 
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filed 9/97) and Multihoff et al (Int. J. Cancer 61:272-279, 1995) and Jedlitschky et al (US 
Patent 6,235,785, 2/97). 

The claims are summarized as a method of inducing immunity against a tumor by 
administering 2-4 hours apart 1 ) autologous or alogenic tumor cells treated by radiation 
at about 50-200 Gy or mitomycin C to prevent their survival after refusion and 2) a 
bispecific antibody of claimed isotypes that bind to T cell, bind to tumor antigen CD3 or 
HSP72 or 90, and bind via their Fc portion, wherein the antibodies are administered at 
about 5-500 micrograms, and the tumor cells are at 10 8 cells. 

Berd teach methods of treating tumors by addition of modified autologous tumor 
cells treated with radiation to prevent their survival after injection and the method can be 
used in conjunction with antibody therapy consecutively (see entire document, and 
column 9, 10, 12). Berd does not teach additional treatment with a bispecific antibody 
or treatment of the tumor cells with mitomycin C. These deficiencies are made up for in 
the teachings of Lindhofer [a], Lindhofer [b], Multhoff et al, and Jedlitschky et al. 

Lindhofer [a] teach treatment of tumors with a bispecific antibody that binds CD3 
on T cells and a tumor antigen. 

Lindhofer [b] teach bi and trispecific antibodies with the claimed isotype and 
binding properties of CD3, CD2, CD28, CD4, CD8, CD6, CD5, and inducing cytokines 
for inducing anti-tumor immunity (see entire document). 

Multhoff et al teach HSP72 and 90 are expressed in tumors and not on normal 

cells. 
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Jedlitschky et al teach mitomycin C was known as a chemotherapeutic agent to 
treat tumors (see column 7). 

It would have been prima facie obvious to one of ordinary skill in the art at the 
time the claimed invention was made to have added autologous treated tumor cells and 
bispecific antibodies to T cells and a tumor antigen or a HSP protein at different times of 
from 2-4 hours for inducing an immune response in view of the references. 

One of ordinary skill in the art would have been motivated to and had a 
reasonable expectation of success to have added autologous treated tumor cells and 
bispecific antibodies to T cells and a tumor antigen or a HSP protein at different times of 
from 2-4 hours for inducing an immune response in view of the references because 
Berd teach adding tumor cells treated with radiation and administered to a cancer 
patient to elicit T cells and eliciting an immune response and the method can be used 
consecutively with antibody therapy. In addition, one of ordinary skill in the art would 
have been motivated to and had a reasonable expectation of success to have added 
autologous treated tumor cells and bispecific antibodies to T cells and a tumor antigen 
or a HSP protein at different times of from 2-4 hours for inducing an immune response 
in view of the references because Lindhofer [a] teach addition of bispecific antibodies to 
treat cancer wherein the antibody binds to a T cell. In addition, one of ordinary skill in 
the art would have been motivated to and had a reasonable expectation of success to 
have added autologous treated tumor cells and bispecific antibodies to T cells and a 
tumor antigen or a HSP protein at different times of from 2-4 hours for inducing an 
immune response in view of the references because Lindhofer [b] teach bi and 
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trispecific antibodies to induce immunity and these antibodies have the characteristics 
claimed and can redirect T cells to tumor cells expressing the tumor antigen and it 
would have been obvious to use either a tumor antigen or a HSP protein because 
Multhoff et al teach that heat-shock proteins are on tumor cells similar to tumor antigens 
and in fact these can be used to elicit an anti-tumor immune response (see page 278). 
In addition, one of ordinary skill in the art would have been motivated to and had a 
reasonable expectation of success to have added autologous treated tumor cells and 
bispecific antibodies to T cells and a tumor antigen or a HSP protein at different times of 
from 2-4 hours for inducing an immune response in view of the references because as 
taught by Jedlitschky et al mitomycin C was known as a chemotherapeutic agent and it 
would have been obvious to use it to treat the cancer cells and to prevent the survival 
upon re-administration just as Berd did with radiation. Thus, it would have been obvious 
to add treated tumor cells prior to administration of a bispecific antibody with the 
characteristics claimed because the tumor cells increase the T cells and the bispecific 
antibodies bind the T cell and the tumor cells to initiate an immune response against the 
tumor. 

Therefore, the invention as a whole was prima facie obvious to one of ordinary 
skill in the art at the time the invention was made, as evidenced by the references. 

Double Patenting 

9. The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
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unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. See In re Goodman, 1 1 
F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 
1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970);and, In re Thorington, 
418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) may be 
used to overcome an actual or provisional rejection based on a nonstatutory double 
patenting ground provided the conflicting application or patent is shown to be commonly 
owned with this application. See 37 CFR 1 .130(b). 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

10. Claims 1-36 are provisionally rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 1-24 of 
copending Application No. 10/378218. Although the conflicting claims are not identical, 
they are not patentably distinct from each other. The claims in the instant application 
are directed to specific bispecific antibodies and treated tumor cells administered from 
2-4 hours for inducing an immune response and the claims would anticipate the claims 
in the 10/378218 application directed to use of a compositions having a bispecific 
antibody for destruction of tumor cells and addition of inactivated tumor cells 
administered after the antibodies. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

Claims 1-36 directed to an invention not patentably distinct from claims 1-24 of 
commonly assigned 10/378218. Specifically, see above. 

The U.S. Patent and Trademark Office normally will not institute an interference 
between applications or a patent and an application of common ownership (see MPEP 
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§ 2302). Commonly assigned 10/378218, discussed above, would form the basis for a 
rejection of the noted claims under 35 U.S.C. 103(a) if the commonly assigned case 
qualifies as prior art under 35 U.S.C. 102(e), (f) or (g) and the conflicting inventions 
were not commonly owned at the time the invention in this application was made. In 
order for the examiner to resolve this issue, the assignee can, under 35 U.S.C. 103(c) 
and 37 CFR 1 . 78(c), either show that the conflicting inventions were commonly owned 
at the time the invention in this application was made, or name the prior inventor of the 
conflicting subject matter. 

A showing that the inventions were commonly owned at the time the invention in 
this application was made will preclude a rejection under 35 U.S.C. 103(a) based upon 
the commonly assigned case as a reference under 35 U.S.C. 102(f) or (g), or 35 U.S.C. 
102(e) for applications filed on or after November 29, 1999. 



Conclusion 

11. No claim is allowed. 

12. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Larry R. Helms, Ph.D, whose telephone number is (571) 
272-0832. The examiner can normally be reached on Monday through Friday from 6:30 
am to 4:00 pm, with alternate Fridays off. If attempts to reach the examiner by 
telephone are unsuccessful, the examiner's supervisor, Jeffery Siew, can be reached at 
(571)272-0787. 
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13. Papers related to this application may be submitted to Group 1600 by facsimile 
transmission. Papers should be faxed to Group 1600 via the PTO Fax Center. The 
faxing of such papers must conform with the notice published in the Official Gazette, 
1096 OG 30 (November 15, 1989). The Fax Center telephone number is 703-872- 



9306. 



571-272-0832 



Larry R. Helms 




